
Lines 67-68 

We are not sure whether ta~~g a drug 
the middle of a meal results in less “‘fo 
we re~~~~e~d the f~ll~w~~g:. 

er a meal is ingest 
~siste~Gy in study 

Food ef%ects on BA oft 
ingested. 

Lines 23 6-23 7 



~~~~e study subjects eat at di~e~~~t rates, smme of the subjects wiil fiinish their meal 
earlier than 30 minutes. This small v~iab~l~t~ in time for food ~~~su~pt~~~ should not 
impart on the study. Q ~~Q~d~~at~ meaf ~~nsu~pt~~n and ad~~~~s~rati~~ of the drug 

ea fd be started 3 
su most eat their 

minutes affer the st ofthe meal. 

of the drug pro 
Dnrg wifl be administered 

Lines 259-265 

dy is to eompare two fQ~~u~at~~ns in terms of rate and extent of 
ility. In phar~a~~k~~eti~s~ these processes are described by the para~~t~~s Ka 

d F ~~~ava~~ab~~ity). ~~d~v~dua~ 
he 

vai~abi~it~) ad Cmax (metric for rate of 
mental analysis is robust md simple in mast cases. We 

e those that can be robustly 



be ~i~~ted to Cm 
ative of extent of 

native af rate and 
lability) using the 

We feel that the requ~r~~e~t for ~~~ CI to be n the ~i~~t~ of ~~~125O~ for AUC and 
hoax is too ~est~~t~ve a.Bd will make passi 
va~~ab~~ dogs. The CT limits could be exp 
for excessive subjects and to limit thr;: exposure to the drug product* The requ~~e~e~t for 

CI to be within th its ~f8~m~2~~ for AUC and Coax should only be use 
udy is the pivotal tudy . 

CQ~~ents 03-B 

0th the Advent and A~~~nf should not be a strict criteria in a 
study. A~~~-t till be reflective of the AUCinf arrd an a~p~~~~at~ 

criteria for BE in the f~l~~~~g e~~~u~sta~~~s: 

The PK has been e~~~~~y assessed (the o 
74 or more of the AUCinf); 
1 collected sampfes are above the lower limit of qua~ti~~ati~n of the 

e hatter is not true, then asking to pass on ATJCO-t can 
For ~xa~~~~, one can end up co aring A~~~~~~ 

withes subj~ts in a crossover study. 
For some cases, the eti alatim af the ter~na~ el~~i~at~~~ aKlife that is ne 

e in some of the study subjects= This may b 
release drug products. 

therefore, the extent of a tion should be reviewed with care 1 e~~siderat~~~ the 
est~~ati~~ far Accost md c in he extent ofBA should also be assessed by 
de~~nst~ati~g that the ~~~a~~lated C is less than HE4 OXI average (i.e., the AUCO- 
t~A~Ci~f ratio should be ~~eat~~ thm ~~~). 



Lines 3 4 7-3 I. 8 

to be subjective. We feel that the hoax 
s only. 

Beuhfer, Dale ~~~er~ PharmD. 
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